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m m ». 

[oooi] um^f^wm. mmmmtw&<oftkM*mmmtmm 

*m.tomm*m*mmm&<»*7frthmm'tz>o tit, *im\£*mmx: 

o 

[0002] i£¥> 747*94 fr^U<D&mtimti Kiotu IS^JS#ttiiiOO-^Sr 

5*#^-Cfet) , 5feJia t-*3»t5*»! (ESRD) ©±fc«lga tftoTV >5 (# 
Wftfclftl). 

[0003] -oxyisfcftimmm oddm) «^o#^3o% wj^m&mu m-wk 

3«f*fctt »^#&3?fcfc5fc£qua]ity of life (QOL) t>*L<H*t>tb5 (##fF 

»i*5<fo?2) 0 tit. mmmmo^m&tegizbh-mAn^it^xiomy. 
[0005] »^ttwj£©3i^«^sr«PML, ftm&v^mjimm&irzitMm, 
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tcmmz%m~fz> s mmmmmm^m (nod) ^^mommm^f^wm ( 

##HF*i&4) ^k^«J(cf|^$tL«^?SS#m^x/Hi^ (#^fr;Scifc5) a* 

ju^ tb<Dffimm&mmmMLx^z^/vmmz&b}ix\,^\ t.tz, « 

M*-, m%m&wfcv>w%te®mttj:<>x^% 0 zouzm^b, th<Dm%m& 

zm.Mirz>±.xmftxmmxh2> 0 
[0006] mmm&mmt±&<Dm<o, mm.m<D&wm<D-^xm. zommmmm®. 

[0007] *y/<?mw^-xo£?teMKmim£nz>t, #Bm&)mmfom\m 
j$tek*<Dmmftfti-ftmimfczmx, ^m^om^mmmm (advanced 

glycation end-products : AGE) #£/&-f3 (##!f £iSfc6) 0 r<W<£H$O^J&te 

yy>r-*saykmf)n. AGEk\*z<D£?f£&nmx±i&£timm®<Di&wxh 

M* <Dtm<P £#3»LTV ^ (##fF»6) 0 Z?LtcAGEO£f$i!>m%ffi&&W 

m<D$m<D-^k\,x^x.bhz> 0 

tit. age&##ii^ jfyvkLxmmirzMmmm m\mmm^^ 

, Receptor for AGE: RAGE, WT, ^S(-*3V^rRAGEji|5«1-5)^5l#^1" 
[0008] RAGEfi, 1992^^W^ i b^ill^^$ttfc-l'Ay^nyy>'^-/N-7T^!)-i-ll 

ttft+mmzwD^m^'VWxm, AGEzmwurzmmmm^ftxfoz ( 
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My<Dtt<D&bNmffiW<Dftmz&%ZttmbMz£tiT\^ RAGE£>3)I 
[0009] EJtltt AGE-RAGE^^to^jfiLt^^, #{yW^.> 

^mm^wxm^^ir^tc^.sk^mmxRAGE^m^im^ir^bT^y 

^»#M»^^flk-l^n^-^(DT^^thRAGE»^^^^Lfch7^ 

fisilS-BMtsatericBNK Gnos : wr, ##fc*5v vr riNOSj m-TW zm&m 

EU &&^i^yxV>fcmmMLl9s&&&'tZP'7/Vrg (RAGE/iNOS-Tg) 
[0010] ^(DRAGE/iNOS-Tgii, W^^i^th^^ttW^^MbfcilfTtt©*^ 

tt^^*»fl8lc^oiiJSe«%JttttftWUfei:r.5, WSE HbAictt, jfcf 
RAGE/iNOS-Tg-C^TjSfci^JSL'CV^ RAGE/iNOS-Tg-Cte, 

[oon] jklt, RAGEMmmmmmffi&momm-mmzfemttozzkmzvibx 
m^^x^m^ti^tth^RAGE^wmm^m^thxiimHi-fbn, 
RAGEAms-Tg^ESRD^irmmmmmii^m^<D^mmMx^m^o 
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*7*mmtti*)z.zzkfflm£tiito tot, age-rage^ tmmm^mm<o 

[0012] noiSfc, RAGE/iN0S-Tg{i«n^:ll^^^^© ; e7 f /vt!jiJ^fifc5* s > ±9 

[ooi3] -*\ *$sijii#t>«x ^f-^^^iwjtei-^w^ismi-site^fcs^^^c 

£l£f8tL MMfAttl) , ^^fc^AUfch?^*^*^^*;* 
^-Tg)%iiJ^LfCo ^35-40jiS^^^^-Tg^W^^ftmil'Cii, pMf^pA 

ZfV^bf&5ftm&&ft<Ditm*Mlbbtl. ^«tt055-fk (segmental sclerosis) ft 

jittt'if^©»3g*-e35--4oa»iv ^s$p*a£g-r5t o-efco 

flfWvfcfU : BB&W##W099/15652#&* 
##tfcfcilfcl:Bojestig, M., et al., N. Engl. J. Med., 330:15-18 (1994) 
##W:£i&2:Krolewski, M., et al., Kidney Int., 50:2041-2046 (1996) 
##!?;$Citfc3: Velasquez, M. T., et al., FASEB J., 4:2850-2859 (1990) 
#^fF:£i&4:Doi, T., et al., Lab. Invest., 63:204-212 (1990) 
$F&$?XW<5: Williamson, J. R., et al., Diabetes., 36:813-821 (1987) 
##fF^6:Brownlee, M., et al., N. Engl. J. Med., 318:1315-1321 (1988) 
#%fffXW: Schmidt, A. M., et al., J. Biol. Chem., 267:14987-14997 (1992) 
##fF^8:Neeper, M., et al., J. Biol. Chem., 267:14998-15004 (1992) 
##fF^9:Yonekura, H., et al., Biochem. J., 370:1097-1109 (2003) 
^WffcfciftlOrTanaka, N., et al., J. Biol. Chem., 275:25781-25790 (2000) 
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*#fiFinRll:Yamamoto, Y. ( et al., J. Clin. Invest., 108:261-268 (2001) 
##?Mfcl2:Takamura, T., et al., J. Biol. Chem., 273:2493-2496 (1998) 
##fp;£ifcl3:Miyata, T., et al., J. Clin. Invest., 109: 585-593 (2002) 

[0014] *mx<Dwimi*, mmm&^fc<D^;vh\.xfe&<D^/vmm£9h-~ 

[0015] § So<DW9t\Z. iot, ^m^i-f^^yy (Megsin) ©1»| 

^^^^-TgtRAGE/iNOS-Tgt^^SE^^rThy^/VTg W*SS 
/RAGE/iNOS-Tg)£*J£Lfc 0 CKD^v-^/RAGE/iNOS-Tgfi, ^WiftV^PJ 

ft^^w m mm&&mfcmit) ^tit^m^mu fao&mwm** 
i*zfrbirmm<Dmmmm~\mm£ti%z.bz% J M\,ti 0 

^m^^mit^mm^^m^i-^'fM-t^mxh i o^mm<D^ 
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mirmmmwi'mmmm<Dtc&<Dwm*7/>bLx#%bftz> 0 

[3] &<D«ms (a)- m^m^tvb^£<ti>i^(Dmmi^ir^ ±ta m $.tc 
it [2] fs*<D^te-r >vmm 0 

(b) J^T/l^-^ii<D_h# 

( c ) jfo.w^raR<D±# 
(d) 

(e) ifiJfnJIf 

C4]^^^SK(c4b^t5^o(a)y5^(c)^5^^K^-o(D^m^§:1-5 

, ±te [i] a>£> csg©v ^-f n^^^fB^^^a^xVUb^o 

(a) 

(b) ^^^n^yy^fc«/joJ;^M^#«^7tji 
fete (2) E^co^H^x/Hb^o 

(a) ««Mb 

(b) «MJ&<DM 
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[6] wsym.fc*. mmmmm^^mm^xxmrnm-mmm^m 
[7] %kmmmn>&. <umx*h%, ±ib d] frb (6] vf tiMzBrn^m^^ 

[8] ^tMstaHi^^SWIP^^^ae^, «Mb*J»a*5S***fiHF-*5J: V 

[9]*©(D, (2) ©XS&Hfir , t»ft^©*«ttl»*fc^5f&aB»*«rW 

( l) ±!E [l] [7] ©v ^;taNc«BS^£m*?>»* fc«fMfr£«ifciS!#-t- 
3Xg, 

1-sxs 
sis 

(1) ±ie (1] [7] vftuwciafc©!* m*T*mmmmk&®&& J *ir 

5Xg 

(2) W{b^^^t7c^^S^^»^©^^^^ASK(D^M^M 
*fcfi*oe«©W&£*U£-t-5Xg 

[12] ^^17 A»Z>^#I«<D (a)A»b (c)£>'>fc< ^-0^5, ±|B C 1 1] IB 
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(b) ft&?n?yist.td l z/&mmwmm<nim 
ci3]*© (1), (2)©xe«r^tf, tsafe^^fttfeJtsTOfiiiWK^i-s^* 

( 1) ±e [13 frb [7] ©v ^*»fcK«©« a^* *®mmm4k-&®z&5--r 

5X|£ 

(2) tt«^^«bSrS^-Lfc«, «A^/Hb«J©«JW1f WW ©«M©^T*i**:«: 
^©g^©W»*iJ^1-5X@ 

[14] SS»«BIK©agH#ft©(a)*5J:t;/*fcH[(b)-e*>«, ±IBCl3]K*©*«fe 

o 

[15] ttK£ft&asffijh«*K:#5 W«ffi»«-e!feS. ±IB [9] frb [143 ©v vf 
K!E&©#fe, 

[16] &©(1), (2)©Xg«r£tP* ««ft^^»t5*JMtl!^r5f&«»*Sr 

( 1) ±ie [1] a>e> [7] ©v >f ji^e*©* a^*»* k&sm fc&ttSrS-s-i- 
^xa 

[0016] #3PJK:J:<9, *y*s* s rage, iNOSite^^^A^tvfc^A^x^Kj^^g^ 

mzgLx^zztzmmfx^Zo tit* *%^v>^>vmm^*<o^*f>\>-*v 
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toon] jE^mmm, nmmmmm&*^m®)<Dm)i$:m$Lvtz 0 

j $>femj?m<D&m. mm$<Dt&mii&<Dfm\^mxhz> 0 
mz%>\^x^mxhz> 0 

[0018] ;£^<£>^WRAGE/iNOS£31§gif S^H^T/H^W:, hy^^c^ 

<Dxh% 0 Lfrh, xmwogi&^y'/i'Wsmaz. &ffi*m4km£*m#>, th<Dm 

[0019] [miihy^vTg-^^^jov^, mAZhtemmfc* (rage»&^ ^s>m 
m^PAst.tz\tPAM^vtc^^^-rmmm^Mxh^ 0 

RAGE/iNOS-Tg^"^ #|£:RAGE/iNOS-Tg^!^ T4& : & ^>~Tg^^ 0 
/tfe*^1"*3fcSi«»^||-C*)5. &:»JiaRAGE/iNOS-Tgv^S3fe, 



WO 2005/055706 



10 



PCT/JP2004/018413 



MtV* /RAGE/iNOS-Tg-^^ ft & e 

V/RAGE/iNOS-Tg-r***** * : ttib^^-Tg^?;**^ 
[E^Wv^/RACE/iNOS-Tg (hV7Mg) -?VMl6Mti) o*«flcJIE^:Sr*f ^ 

77t?fe5o hy^Tg*5j:^Jtt{E#fi8<0#^«J#»^*5^S, (a) 

oimx, (b) *«fr«B^«sfcoo^^^Aa£«©«^, (c) &%wmm<D 

[imoW^>VRAGE/iNOS-Tg(]>y7>Tg) t?* (8ji|&) ©*##IB*:&*-f ^ 
[IIIllW^WRAGE/iN0S-Tg(W7VVTg)^^ 

[|!|12W^y/RAGE/iN0S-Tg^^[Ci3(t'5^b^hU^^±# ; Sr^b^h^-7 
-^7-(D-0,8-OHdG{cS^#a!lgLfc^m^1-^77-efe5o 
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[0020] ^mm^B^^mmti, im*mM®frbt*y). ^<tw^>m.^. 
m\&*mm$»mim* (rage) ^xmrnm-mitmrn^mmmmi- ( 

iNOS) <D3l<Dmfc*immi>X\ ^#thm%W)®-?hZ> 0 -tUb3otf>jH£^£3il 

r/^^fi:^-g_h#(RAGE/iNos-Tg-r^(D2ft^±) , jfc^hy^y-iryKo- 
S^±#(^vyT g ^^o2TO±)/ £ eifowi^*^^«0fB%^^^'t- 

[0021] &%m<D^s>/RAGE/imszmm.irzm&^?^Mmz, wmwm^fo 
mvmfc*&^»mfc :: f, ragej«£^\ imsmfc^cD^v^-tKfrm^n 

[0022] ir-e^i/^^ae^i:«, ixSUcifi^ 

iV\ #I;U£, 7>M^>^ -r^^^>y«ll^^#-§-W099/15652-§-^^^ 
[0023] RAGEfi, jfc*fc5V^iMK:fc^^y^ 
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-ffcftHSfcl (advanced glycation end-products: AGE) Sr#HWfcIMW* ; 5ilWlf&*i5 
%L&fo-eh<9, RAGESra— Kf 5thRAGEcDNA*E9!l#-9-:2fc*i- B U»U * 
3g0§tf>RAGE3t^-tt, E?U#-§-:2H:*f thRAGEa^Hllfi^tU-f x AGE& 

mWMmb&KZKh&&<Di&te^ hZ>\ >i*fch WlC*&1-5RAGE5tfc*ft 

[0024] iN0Sit^tt9l*S!-iWkS*^»5tlS:3-KL, v^cDNAtt 

GeneBank/EMBL Data Bank M84373tC^^:^iX N #^#{£-©@EWffi?IJ#-i§- 

[oo25] ±^L^ae^fi, ±ie#«sia^j{cs<5v^^<D^)fetcj;«?#5^^-e 

^J#^:l^^L7t^MB^^^DNA^n-^tLr^y-^^^-r-5r^(c:J; 
•5, ^^it^ Sr=-K-f-5cDNA©¥(!i^ Brt6T?fc5o *^©cDNA9>T^9y 

[0026] ragej1^^}4, M^AHMa, Mfemm. m*v-y*?$j»mw£}? 

^IB^J#^- : 2(C^Lfc^SSH^J*^^5DNA^D-^^LT^^y-->^1-5^ 
fcl^fctk RAGEiieiF-Sra— K1-5cDNAO^|St^flrtB"C&So *fcr.OcDNA7^ 
yy-^MtL-C, E?iJ#-5§- : 2Kl*Ute!iU£E?iJfc&-3v ^frU-cT^-f-v-S- 
ffl V ^TPCRSrff 5itl-J:oT, RAGEit^^^rli<igLT#5widS^6o 
[0027] iNOSite^tt* IL-1 0 jfnj$» 0 *U6^&ttfl2^n7T-^3Hlil&*4f ©cDNA? 
>f^9y-*E^J##:3li|E*OE^J*feri*©-WE^Jd>Wj;5DNA*^n-^ 

tur^y-=y^5rijcj:9 % iN0s»e^*3-^5cDNA©^iWdSpri6-e 

£>5 0 *fc£©cDNA?>r7?y-fc«@!£L-C, E^J#^:3J!l|S«©E^lfcS^V^ 
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[oo28] ±fsiE^j#-^: mmo^ibim^^mm^mm^^ir^^yym^. 

lxSSC, 0.1% SDS, WX,Ml&s J^LV^fttLTtero.SxSSC, 0.1% SDS X 42t:j 

^bi^u^^ibrro.ixssc, 0.1% sds, ssrim^^-f ^#-e#3 0 
[oo29] hTsi?^ymvozftMirz\mti<>x, ±m&&fc*temA~t'<% mm^m 
^xmwmt£7tt~*\mmtt^ti)^mxhz> 0 ^^yyv^t\ 

!$gW}te'7tt-*zm^bmx%z> 0 ik^&mm^^y^-^bLx 

[0030] ±15^0^— ^^5gjg$^fc^-it^^^ffl v ^XYTy^^ymm^Mrrho 

*%w<D$i&*:y*;i<mm*, im^frikfcWJf^ikte*, rage^^-, 

iNOS»^) tmA£tltcbV7/VhTsxi?*~ymm^ftZ>j!)K rtl£>3o(Djt 

Bi-\t~^<Dmwmmmx^x3^(Dm^^m^ir^bvy^bT^^^ 
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mc?~x.TM, (B#:»Rtt), 1989¥, HBr 
ifi-ft«SI»ifej(B*:*3SCftWA). 199l¥#$)£fflv>5^as-C#SoWTK 

[0031] hyy^J^ymmt, *£«f#P, SfilP, ffiT-:fc£U^&J!I«£^tfK 
[0032] ^-ca^^*SAi-S»IJiai4, hTsxV^ymto<Dfmjfi nmnhbtyzit 

[0033] &tfr1thTsXi?a^yf*??Wltbn* ZO{tmifo<Dm.&*&fflT"rZZ.b\ZjL 
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&^t°~-m*^teb\ &m<oitm*&mttt£m. xommftimmmm 
[0034] z.<D&u<om%m&r%FiW\®<o*-z, wmm^^m^^tcn^m^ 

*mX-%k<Dte. ^n^d-h (heterozygote) XhW^b^Mmm^M 

mfc? mc\*ft&mfc*m) ^^.^t^x^hT^^^ymmxh^ l 

tc}*ft%mfc?ffl ZttXU&l-Zfr^^-myo (homozygote animal) ^F2 

mvotLxmbtiZo 

[oo35] ±^mxmB^m^^hT^^^ymm^imLtcm^\m^ti^ 

[0036] ±m<Dmmm£titzhv7wgW}m*. mstm, izm^itwmskm&^m 

&mfc<Dmmm4om$im&zmisXx^c(D{zttu *mwxmmmn&xm 
mztnzo z-<D£?iz^t>x<Dmzt<ox-b, *%w^£^xm&<D%mz$.#>z>z. 
t&x%, m&^T^m%)Z£.mmzm®i-rz>^ktf ^imt^tc. l^ot, # 

^y^^7,xmommumimL^mmm^m^m^wj:^tz^t^ 
^L<m6mm^b4omm<Dm{zm^m^m^^tLxmm^n^xwm 
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[0037] $fz, *mm<DhVzf/l'hTsXi?*~y?m®X*i*&&<DRAGE/iNOS-Tg 

[0038] i^r^mmo^mmmmomm^'mm^^m^^xnmir^o 

±\t, fcmhtzv<D^mm&(Kw/Bw)<D±%-bLxmm£tvb> kw/bw^ 
m<Dm&b% : tti'etimfeu zJtibvm^nmtiZo jE^mmoKw/w 
(cjtLT, ^(Dm^^m^mm^x^bmm^^o 
[0039] m ^m^^m<D^yy/RAGE/iNos^^irmm^^^(D^mxh^ 

ie nmzMz.xmm£tiz>mftZm \ m^om&Km^i-^mn^xh^ 
o tcbz.\t, w&mmm*&m&&mftb*<D±ik¥w&m\*. %m&nom%. 

m&tix^z> 0 ate, xymmm^mmwmw&^mfejjmbvxfm^wz 
wM^m^<m^m-mmit^tix^ 0 ^m^mm^m^^xn. tcb 

5 0 mn, fcwmmztizw&mmmxhZo tcbx.tz, yyvzmKbzb, ies- 

*w &m^ommzxmmimw:£ti%b&zm &%xh?>bmfe£ti?> 0 # 
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[0040] ^WO^^^/RAGE/iNOS^m-rSftfttt. Jfil W^y-fe!JK©±#&M1- 

JH-S^Tlfett^arC*)!), 0!l?Uf s LPL-GK-GPDH-^T*7-^-^WifV#,^ 
[0041] ^HK^^^WRAGE/iNOS^m-rSft^-Cfi, ^t^ASf©&7^ & 

[0042] ^PJ^^v-^/RAGE/iNOS^^-r^^x/Hbtl-efi^ ^f-V^Agftfcfc 

L-c, ^E^-^a^^v^^^^uyy^M^^W^iiL-cv^i 
*l»r&h*. 

^P^W^Wi^GE/iNOS^^^t-^^x/i-lij^li^^WFHm©^^^ 
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^?n77-i?Z$im~fZ>tzib<Di7ifchLX^ lt!&W^-t-F4/80£fflV^r 

ttc, *%m<D^>>/RAGE/iNos%ft%L-rz>*ry £ /]'Wimz. mik*h\s*<om 
Mc^xh<&mttrtt>tiz> 0 Kh<Dmfcm& , nm(DmM(DMmz&<o, ss, »m 
m&mfc<D%m\zmikxhuxiimmvx^%zbtf^£tix\<^ 0 ^^/vmm 
xh. ^htc^hmmm^m(Dmm^^xmm^fhx^mi^hu^<DmM^ 
wibtiZo mitxbisxcDmmt. m*.^ m^^^m^m^xmrnir^b^ 
x%z> 0 mt*Y\/^-jj-(D-L 8-omGimmvmzm+bu mis 

[0043] z.<d£ok, ^mo^/^mmts m%m&<nfc, *sni(gitt»ffi 
&k mmmmmmftb*(D^mmmmowmmz.x^?>z.bfrb, tub^m 
#W£* c 7^W)V>)btez> 0 ^mo^jummt. ^ssm. ^y^ta.* 

&M\^1rzbfrb, mfcmo^^WjmbLXbfiWxhZo ^t, 

^/vmm-t. mmn, %<D&mmx&%mfcffi&^fe&%^n&ffi&&m&m{k 
^om&<Dmmm^mm^om^\mmx^^biti,h^ mstm^m 
mmmm^MT^mm^m-m^mmmirmowm^bLxt^xh^ 
[0044] *mwn. ±mm&*^M®m^tcM!kmh^^*^mmBmmttft 
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[0045] ±m?m%mx^ trr ^^^^^/RAGE/iNos^m-r^xvub^tc 

[0046] LfctfoT, St^b^^4-1-5M^T% ^b©»«0««i|$*SrJttti-5r. 
[0047] *roff«*feT?»4, »««tt»fi4^©*3«fl:»*^BflitUfcBM^«j3S^ 

[0048] ±fam-©fFffi^i£-rii, trf^mWif'y^/RACE/iNOS^Wt^^ 

xt>&\ ^mmit(Dm^ m&%. sty vv^v^vmm^mn±^Litm^x 
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[0049] m^onm^mn^mmfD^yy/RAGEAms^m-^^'f^mm^ ■ 
temk&m&zirzxu* fflMtem&ZLit^ &&* i fMm<o* j 9-^ 

[0050] .w&fcttfcti, *mwo*?>s>/RAGEmosz%&i-z*T/i>W)mmmb 
^y*vj±mm®.m¥mz.it%i-f?>o mum. ^y^^mm^^mao 

m\^it^xmmit^m^mx^<^tzm^ 3tttHWb^tt*aww 

tt^k^tfij^S-^'rsxsg, IttMb^SJft^Lfcft, «*^f/vftti©iif 
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#s 0 &m<k&®&mi$K #&5-miz.its<x, ^m^m<Dmmit<Dm 
mmr-r^\ h^^^mmmtm^xmm^mbti^<^tcm^ % 

Mirm&tfLftzm^x$L&%&u &mvkMm<D&iEm&$:mfe-rz 0 
mK ^mit^m$¥^mKit^xmm^m^mx^<^tzm^\^ % 

[0051] jf^wn, mmm^tti-%ftm®&mmirttfr<D%mbWifc-f?> 0 *3>m\z. 

[0052] *mw(DWffijfm^^x, m%m<D%}m$}%:<Dmm*. mmm^-*-, m 
vym&mfe-t smite. shm&m^twzLw *.tt. mmmmm^M-r 
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MMm i 

[oo53] sir. xmwzmi&Mizm^xm-rztK ztib?&m\zm&z 

[0054] ^i/^>/RAGE/iNOS-Tg(D^M 

RAGE/iNOS-Tg-v^(Yamamoto, Y., et al., J. Clin. Invest., 108:261-268 (2001) 
)t ^^>^-Tgv^(Miyata, T., et al., J. Clin. Invest., 109: 585-593 (2002)) 
£IEU ^^/RAGE/iN0S-Tg^*£#fc o mm^^yADNA&tttiJU X 
gfc(Yamamoto, Y., et al., J. Clin. Invest., 108:261-268 (2001X Miyata, T., et al., J. 
Clin. Invest., 109: 585-593 <2M2))fc1&<D%&\Z£QPCR&t:%\f^XRAGE* iNOS 

<flS&#J»rU DNAtttU^yKQiagen tissue kit; Qiagenft) Sr/l^-cyyADNA&tt 

CTG GCG TGT GAC CGG CG-3'/IB^J#^-:4)i:hM2-27 e 7^v— (5-ATC GAA 
XTC.TGA GAT CAT AAT CCC TGT GGG ATG C~3\ E#l##:5)©^?>fT— 
«rffll\ Orib^^-fcXyPCRmmm® (400bp) *S#bil5ffii(*:«iSiJLfc(0 
Do RAGEitfe^O^ttl-Cfiflk-l^n^E— ^(5'-AGG GAC GGA GAA GGA 
GT-37BKW!-:6) (Ronicke, V. et al., Circ. Res., 79:277-285 (1996)) RTJfch 
RAGEite^-(5 , -TCACCCCACAGACTGAG-37iB^J#^-:7) (Sugaya, K. et al., 
Genomics, 23:408-419 (1994))^?^— &JBV\ 354bpO±|M$j£fl|fg:U5:(im) 
o iNOSjf^T-O^ttJTii, F-primer( 

5'-GTGGGCTATGGGTTTGTGGAAGGAGA-3\ IB^J#-^ : 8) R-primer ( 
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5'-CGATGTCACATGCAGCTTGT-3\ E7!I##:9)$:JBV\ 800bpOigffj£ft& 
H»lJ2 

[0055] ^>V/RAGE/iNOS-Tg©j^ai0f^. 

16iI0©#^>Wl^GE/iNOS-Tg^^»fe*fBI^«WU #j5fel3J:tWdWE 
WL<Dl5fe (WOO 1/24628) ^O^^frOPASftftfciOTAMifefetffofc. PAM 
Sfefete, #/WT@£/*?7^£Si|IflfcS: % 4^yi£»i3aLfct><D&fflV>fc 0 PAS 
ffe& (Periodic Acid ShifF reaction) H\ ~1&mz£ffim&m&fcP!£&irZ> 0 

y=¥?A&ftcDii£^ «JfflK©IEJ¥*««5l-5^t^-Ct«o PAM&£( 
Periodic Acid-Methenamine Silver stain) ti s — jRWfcSjKil^'ilS^JlflJiJ^^SrlR 

[0056] PASffefe, PAMJfefeOilt*S:02^'f , PASSfefe^UfCte, ^v-y 

/RAGE/iNOS-Tg-r^^ (9E) ©JlS ]fo.i&f (6EE> Jh|ftt50Qing/dl£t±) ©^{C*5 

i^bti, &mmiz±i)mit>btiit 0 &m&®mmzt*L?>m'j>i.x&*). wl 

[0057] #fi^LfcRAGE/iNOS-Tg-7?* (1 1EE> i§5lfiL*f (400mg/dUU±) »I410|Z5) Tit, 

fcofeo PAM$k&\ZX$m£frZfflt&, RAGE/iNOS/megsin-Tg-r^CJtLM 

^ofc(i2) 0 
«#J3 
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[0058] ^v-WRAGE/iNOS-Tg^m*. 

(*1) 0 Jtlfe*|-fi8tbT, ftfeOTg^^(iNOS-Tg, RAGE/iNOS-Tg, *9V> 
/iNOS-Tg, ^i/^y/RAGE-Tg, ^»-Tg, RAGE-Tg) *5 £UW£Sb^* ( 
CD-l)«rffll\fc. WS«BH:*©ii9. #«(BWh M*(KW). Aft 
TP:Biuretj£) , HOT-fePK (TG:LPL-GK-GPDH-v ? T*7— tfft/W1fyfe£&fc) 

y (Cr : T/V^yt 0 ^y y^&) (Insulin : ELISA&) , ifc^^/Va— ( 

GLU : GOD • POD&c) , GOT, GPT 0 ^ : T;VZf$> (HbAlc : 7fy ^^PUh^) , 
(TP:tfn#n-*l^Kjfe) % «***(BUN:!>UT— tfUVtt), *UT?-= 
>{&:TA>ljy\£WsWma fc*5» TP, CRE, GLUttVvfftfcfcUlitlUR, 

[0059] *1 {C^i-iiO, ^>V/RAGE/iNOS-Tg^^H:, RAGE/iNOS-Tgv^^^ 
S'i'-TgfcJtU KW/BW«<WlB*^fg#>^ TVK/SVfiU ]fiL*HOT 

[0060] [*1] 
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»J4 

[0061] %ftttftmK£Z$!,&m&ft<Dtffi 

^hummm^mLVito wmmtt. mfflm&wmio. c. t. compound. 

Tissue Tek Milestt, Elkhart, IN) \Z&MU YyJT4*/T±ysXm%KWfc\Jt 

^-'>T^-h(FITC)^ir^^^IgG, IgA, IgM, *7c:«C3^:fr(Cappel 
Research Productstt)OV^-f ^^^-e-lft-r^^^-hLfCo HfS^ PBSTife 

[0062] -tOU^ ^v^/RAGE/iNOS-Tg-x^te, RAGE/iNOS-Tg-v^fCitU 

[0063] tD-^v&mwo&n 

^^l«fe&(Nangaku, M. et.al., J. Am. Soc. Nephrol. 10, 2323-2331, 1999)£r 
MfTbfCo Wm=t7-<?^fe, ^^LlVM^y-^V-^y^n— ^/Mftft: (Southern 
Biotechnologytt) XmfeLtlo V^xi^^Wp^-^y^xx^y^l/^ ( 
Chemicontt) TiiftfgLTCo 7?-^te:>1^ft75-^ft (Chemiconfr) £JBV vCflft 

[0064] 3^hn-/WRAGE/iNOS-Tg-v">^.^^^-Tg^^tCit-<, 

/RAGE/iNOS-Tg^^^^^lt^&^bfc^f-^^^SS^IVM^^-yV, 7^- 

[oo65] ^wmvT^j^ymmxu.. ^^^w^sioMi^jip 
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m (AGE-RAGEBIHStefk -fftfrlb&v ^b^H^rtftlMto^©**^* h 

^^/RAGE/iNOS-Tg-r ^ (f^^^J^-eAGE-RAGEigji&^'fbA#^>5^ i o-CV * 
ftVTg^£;*)©^ftfcffig&-C&5 0 ^^^WRAGE/iNOS-Tg-r^^« % 



[0066] ^i/v-WRAGE/iNOS-Tg-^^^O^afilff 

^i/WRAGE/iNOS-Tg^^<DWm^^^L*T-m«f3:j;5^a^^tfo 
fc 0 16MO^^WRAGE/iNOS-Tg^^^OW|B«*2%^/^— /VT/l^tK^ 

@^L7c 0 H^LfcWfflftSr^y— ^"CJfeicU Sbl&ftJfcEpon 812(TAAB*±, ^ 

Y>xmmLtzM:, mmn*$mmm&2o,oo<m ) oem-i2ooex, b#s^ b# 

)fc*W!WJrUfc. 

[0067] ft?*f^Sria8^i- 0 ^^WRAGE/iNOS-TgT^-Cii, *Jfcft±Ml&fc: 
/^ifef&£tl7c 0 ^ibOj^r JUt, ^^>^/RAGE/iNOS-Tg-7^(D^^ft:#^^J3a 

[0068] *7is^mmiK&%^s^j*&wfc±<oi)m 
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8, 16m&O*yi/>/KAGEm0S-Tg^$XlZ&tf5&®faffi%<Day\? 3 .— # 

RAGE/iNOS-Tg-r^^l^^lCfil^fLfCo AfrWttt, #*UB"^;*J:9PASSfe£3 
tltcmm^m^mMLtCo #&ftfcfc3CCD;^7(0]ympus Optical Co., Tokyo, 
Japan)£ffll ^^^MrVU (glomerular tuft)£#, 

££ft#BW$<£>-|ffl) , *S£ft#ffl«£software Image Grabber PCI (Fuji Photo 
Film Co., Tokyo Japan) 3o«£tFMac Aspect (Mitani Co., Tokyo, JapaiOSrJBl ^T., ~7 
y^OY-efmUZo midcortex1»©)giKL*:20©*^flc*saiS$ttfco 

[0069] 16»|>©l*^-e»^S*5J;tf^>'^-Tg^^iJt'<r, RAGE/iNOS-Tg^* 
*5<fc W^^WRAGE/iNOS-Tg^^(D^^-T?*^|E^:^^$tb7c:(ig9(a)) „ 
RAGE/iNOS-Tg^^^43{t^^y<^i«l§m^^^^IE^:^{EJiU<Cd^ofCo 
16M*P©^-ei?4M. ^v^-Tg-^Xfc5V ^IMGE/iNOS-Tgv^lJliiSttS 

(09(b)) 0 r^bO^^ft, ^^y/RAGE/iNOS-Tg^^dJ 
RAGE/iNOS-Tg-v^lCitLT, SB^f-^lJ'^SROifc^^fiS^^f^ 

«ri^^>WRAGE/iNOS-Tg^^^*3V ^T&bfcmjrcfcofc (0 10(a)) „ *Sfc 
11, RAGE/iNOS-Tg^^^,tW^^/RAGE/iNOS-Tgr?^^OW-T?iKth#±^r 
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B 10(b)) , 

[0070] ^yxDM^m^^^mmo^momm 

y/RAGE/iNOS-Tg^^^|Jl*5V ^XU^m.tmMLX\ ^b&^tltz (010(c)) „ 

163Ii&Tii, ^^>WRAGE/iNOS-Tg^!>^(D|fB«tt, RAGE/iNOS-Tg 
^Vx<DMffi i miz&^XM$t¥±ftM^WPLX\Vz (139(c)) 0 ft*3, 16Mf^<DVN 

[0071] ^i/v-WRAGE/iNOS-Tg-v^^^ttS^^^^c^lfflWF^®©^* 

0 methyl CamoyT*@^tLfc4/zmi2]Jt£, ^^?A«St!i?ft, RXtfcM'g • 
M®««l'fkO^-*-"ejfe5 a -spflMfcT*^ ( a -SMA) fcaH-S^JVEv^n 
—^/^^(l/ 400^rf5, Boehringer Mannheim, Mannheim, Germany) $$£T$^ 

(1/400*??, Caltag laboratories, Burlingame, CA, USA)T*h^*UfefeUfc, RQ& 
^^^/^^^f v'^ w — ^Jfe(Miyata T, Inagi R, et al., Overexpression of the serpin 
megsin induces progressive mesangial cell proliferation and expansion JCI 109, 2002 

[0072] ^^WRAGE/iN0S-Tgr?^O*3^#:|t^«s a-SMAO&KSkfelCW^Lfc 

/RAGE/iNOS-Tg^^Jt*5V>-C, a -SMA <Dde novo3SSft— U^^^K 

mm^m^xm.^ti, ^o^t^b^m^mw<Dm^it^zx\^tii^ti 

7t(Bll(a)) 0 ^^WRAGE/iNOS-Tg^^^T-« % F4/80lfefe(^J:«9^WF^W^ 

<D&mfflHfa<D&mi>*m&istiit m 1 i<w) 0 

[0073] ^^y/RkGE/\ms-Tg^Mz^Wt^V^<o^M 
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/RAGE/iNOS-Tg-7!>.x£(C:j3V^T, ^b^h^^TO^itt^LfCo Z.tlbttgt^ 
XfDfcWz&tfZmikXbl'XfD-?-!)— „ 8-OHdG &aH£Ufc. 
fiELISA 3r;/M8-OHdG Check (High sensitive), Japan Aging Control laboratories, 
Shizuoka, Japan)£JS^TfTofc 0 &4^<£fflt"5^ttVivaspin(>10, 000 
molecular weight cutoffs> Vivascience AG, Hannover, Germany) ^rffiV^TPS^t-^Jii 

[0074] ^^WRAGE/iNOS-Tg^^^^oft^^^S-OHdG^^^O^J^^^ Wt^M^ 

v^WRAGE/iNOS-Tg^^tCio^S^^S-OHdG^i^L/cW^/Vtt, 
RAGE/iNOS-Tg-r ^tit^-Xh^<0 M V ^T'feofc (El 12) 0 

[0075] ^IPJ^tvv-Sj^ {Tfrzfsym , 

^wp B m»*(^b)om^b,^R^^n^T-^aii^b^hv^/L 

iift^-Srffit, 16M^tri P le Tg v$r^-ct±ft»!«m#5tt»^«0fe»tt*ag, 
it»^©I^GE/iNOSTg^l6iif^(D^a^fiM^^^(^^^SK^ 
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<RAGE/iNOSTg^ 16jIffc*?VWRAGE/iNOS-Tg T$Xkm&<Dl£%&ffi&& 
/RAGE/iN0S-Tg-r^^«F-§-i-5r^^»l#$ix5. 
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[3] WmiM (a)- (fi*»feWi$n5^ft<«>lo©*Sffl*Mi-«, flM&KlSfctt 

(a) flcfifcSH-«'PffifiJtO±# 

(b) £f»7Vl</$>1SW>±# 

(c) tiSL$WV±V} f <D±.%- 

(d) <£ft3;(^iir*£) 

(e) itSihfll 

(f) ^y^Jysk 

(g) .^ c f I 8-OHdG{fi»±# 

[4] ^^^AS@^4o(tS^©«M(a)^^(c)<D9V>^<i:t-oo0fE^M1- 

(a) t-y-y^^mn^fc* 

(b) ^^^n^y^fctt/^it;ffi#:#a^7til 

(c) r^-^V, 7^^^c^/*3 £tf :7.f;/P*^;/<Dif in 

[6] ^yymBi-, mik%i&m®%®&&te*&£Tfmmm-mimm&i8.Bmm. 
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[10] *<B(1), (2)©XS^tf^«Wk^fc^»t5*«|B»*fc^5f&!»am«r 
IS 

[12] ^t^^Slro^MWfaJd^Wc^^tt-o-c^, m^miBM(D 

(a) >i^*A30t©ifc*: 

(b) fm?*?Tsitfd&/&x.Tt®wmn(o%m 

[13] (2)©XS^tf,tt*^^fcfe»t5*«ll»#^^5m«ESft^ 
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[14] mm*gmn<D&mw<o (amoves (w-efcs, mMmsmmo^ 
[is] ^mmmmtmikmzmtgmmmmx-h^ m^m^hiAo^-rfi^mm 

[16] Hk<D (1) , (2) (DiMfrSts > ^b^{cfett^i«ifD.»^^l-§^^^M 
(l)ft^ld^70V^^^-IB^^S^;v»]^i(c^L^^^-r5 



